were used for docking simulations; these HPPD structures were used after removal of the inhibitors, exogenous ions and most of the water molecules.
The structure of the R. novergicus HPPD complexed with the inhibitor DAS869 shows a hexacoordinated Fe(II) site, comprising the two histidines and a glutamate, the inhibitor as a bidentate ligand and a water molecule. On the other hand, S. avermitilis HPPD complexed with NTBC was crystallized as a heterodimer with a similar pattern in one unit (water as the sixth ligand) and without that water in the other unit of the heterodimer. Since we did not discard the hypothesis of either penta-or hexacoordination, both models, with and without the water coordinated to iron, were built. Each inhibitor was docked onto the active site of the corresponding HPPD in a pentaand a hexacoordinated model (the latter keeping one water molecule, occupying the sixth coordination position). The different plausible models are introduced in the Material and Methods section on the main text.
The Autodock 4.2 package [38, 42] was used for the docking simulations, precomputing a grid inside a box of 7400 Å 3 , roughly centered at the metal ion of the mammal structure, with a grid spacing of 0.16 Å. For the case of the NTBC co-crystallized with S. avermitilis, the box was bigger (12000 Å 3 ), since the X-ray structure is more complete than a mammal one (particularly in the -helix holding the N-terminal), thus allowing for covering not only the coordination center itself but also both pockets at the entrances of the active site. green (identical residues), yellow (same type of residue) or red (different). Figure 1S . Active site of the S. avermitilis structure (NTBC inhibitor was removed) colored according to its homology with the human protein (green, yellow or red, see text; residues distant from the Fe(II) ion were left in gray). 
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